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DECLARATION OF CATHERINE CASTAN 



1 . My name is Catherine CASTAN. 

2. I have been an employee of Flamel Technologies, S.A. since 1 992. 

3. My position at Flamel Technologies S.A. is Director of R&D Oral Dosage 

Forms. 

4. I have a Ph.D. in Polymer Chemistry. 

5. I have worked in the area of pharmaceutical compositions for 21 years. 

6. I consider myself to be one of skill in the art of oral pharmaceutical 
compositions for modified release of active principles. 

7. I reviewed the Office Action that issued on December 7, 2009, for U.S. 
Application No. 1 0/5 1 0,643. 

8. I also reviewed U.S. Patent No. 4,902,5 1 3 ("Carvais") and U.S. Patent No. 
6,022,562 ("Autant"), references cited by the Examiner in 35 U.S.C. § 103(a) rejections of 
Application No. 10/510,643. 

9. In reviewing the Office Action, it is my understanding that the Examiner is 
alleging that it would have been obvious to one of ordinary skill in the art to employ coated 
particles of Autant et al. as the microcapsules in the sustained release, drug saturated 
suspension of Carvais. See, Office Action at page 9. 
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10. As one of skill in the art, I believe the claimed invention has unexpected and 
surprising properties because the claimed suspension of microcapsules in an aqueous liquid 
phase is found to confer the unexpectedly superior claimed release profile upon the 
microcapsules. 

11. At the time of the application, one of ordinary skill in the art would have 
known that suspensions of microcapsules, including coated microcapsules, suffered from 
stability problems. 

12. While this was known to those of skill in the art, further evidence of this is 
found in Santus et. al. (EP 0359195, page 2) from 1989 which stated that in the preparation of 
controlled release liquid pharmaceutical compositions, the "problem is the difficulty of 
obtaining controlled release liquid preparations apt to maintain for long times the release 
characteristics of the pharmaceutical substances contained.[.. .] It may explain why as far as 
we know, only few controlled release liquid systems are known up to now, and among them, 
only one is actually commercially available". In 2002, the stability of the release profile in 
controlled release liquid suspensions was still perceived as a problem difficult enough to 
explain limited commercial success. See excerpt from the reference textbook by Banks et al., 
"Modern pharmaceutics, Volume 121", 4th Edition, Informa Health Care, pp. 396-8 (2002). 
See Appendix. Page 397 states: "The formulation of oral sustained-release suspensions has 
resulted in only limited success due to the difficulty in maintaining the stability of sustained 
release particles when present in liquid system." As such, it was unexpected for the coated 
microcapsules of the claimed invention to provide the beneficial stability characteristics as 
claimed. To the best of my knowledge, less than five controlled release liquid suspension 
products are commercially available today, indicating that the problem of stability is still 
current. 

13. Page 397 of the Appendix to Banks et al. further states: "Formulation 
techniques, such as coated beads, drug impregnated wax matrix, microencapsulation, and ion 
exchange resin, have been used for this purpose". As such, it was unexpected for techniques 
intended to create sustained release particles, such as those listed on Page 397, to maintain a 
stability in liquid systems. 

14. One of skill in the art would also expect that in a coated microcapsule where 
the coat contains water soluble materials, the soluble components would dissolve in water. 

15. As such, it was unexpected that a microcapsule with a coating containing water 
soluble materials would maintain coating permeability when placed in an aqueous solution for 
10 days. 
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1 6. Therefore, one of ordinary skill in the art at the time of the invention would not 
have foreseen that the claimed coating composition would produce a release profile in an 
aqueous liquid on day ten similar to the release profile on day zero. 

1 7. Accordingly, Carvais in view of Autant could not teach the unexpected 
stability of the release profile as claimed: "wherein the in vitro release profile of the 
suspension of microcapsules in an aqueous liquid phase on day ten is similar to the release 
profile on day zero, as measured using a type II apparatus according to the European 
Pharmacopoeia 3rd edition, in a phosphate buffer medium of pH 6.8, at a temperature of 
37°C". 

18. I declare that all statements made of my own knowledge are true and all 
statements made on information and belief are believed to be true. I make this declaration 
with the understanding that willful false statements and the like are punishable by fine or 
imprisonment, or both (1 8 U.S.C. 1 001 ) and may jeopardize the validity of the patent 
application. . 



Catherine CASTAlS 




3713589 



Appendix: 

Handbook Banks et al., "Modem pharmaceutics, Volume 121 ", 4th Edition, Informa Health Care 
(2002) 
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